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by the general formula [I] or pharmacologically 
acceptable salts thereof; and a process for preparation 
of both: [I] wherein A is a nitrogen-containing aliphatic 
/j\ heterocyclic group which may be substituted; Y is 

=CH- or =N-; R 2 is a group represented by the general 
formula [II]: [II] (wherein m is an integer of 0 to 3; and 
R 6 is an organic group) or the like; and R 3 is hydrogen 
or halogeno. 



00 

is 
O 



NHR 



m 



oo 



BEST AVAILABLE COPY 



WO 02/098871 Al . IllBllllinillllllillllllll 



(57) ®f5: 

#fgBJte, -KSC [ I ] 




s/ o |<^y R 



[I] 



Ytt=CH-^c«=N-^*U 

NHR 6 



m 



5£+, mttO~3©SE»T?&0, R 6 «^S**-T. 



WO 02/098871 



1 



PCT/JP02/05356 



m m m 

5 ms&m- 

*?zmi*®nfzTtfv#m&B (apob) ft&tnftftmt$&zfibmm& 
10 mm&m 

i^ffi^HPW0 9 6/4 0 6 4 o^Kte, 4' - h 'J y)V*U*^)V- k* 
7x-JV-2-^jM>1 [2- (f*7i>-2--fJl/-7t5 1 JW -1, 

2, 3, 4-^h^t HD-rv^/u>-6--r;p] -tsk, 4' -hj? 
MD/fjv-t*7i-^-2-^^>s [2- (tru v>-2— r;p-r 
15 -1, 2, 3, 4-fh7th*n^y+y u>-6— on -75 K 

BiMHFW0 9 8/2 3 5 9 3^\Zit. 4' -VV7)V*U 
^^-k'7inJl/-2-^>i [2- (2- (tfUv^-2-- OP) x 
T)V) -1, 2, 3, 4-Tb7tHD-fV^ l J>-6-'fJH -7$H^ 
S^c, H^W^ffWOO 0/3 2 5 8 2^tli, 4' -MJ7;M"0* 
20 ^-f7i-^-2-*M>l [4- (4- (3-->7/^>v;W) tf^ 
^>-l-^) 7iz;H ApoB»m$tU ifiltfflgK 
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Ttett* [I] : 




Ytt=CH-$fctt=N-^U 
R 2 te (1) 5£ : 



NHR. 6 




5**> mttO~3©SEft-C*0, R 6 ttW«*£«1\ 

15 t^snsi, 

(2) 5£ : - (CH 2 ) p — NHR 7 

5S«K p«l-6©SE»T»0» R 7 ST, 

(3) ^:-CONH- (CH 2 ) ,-R 8 

20 Qttl-~6©SE*-?**K R 8 tt««SnTV»TfcJ:V»li*l«S: 
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(1) 7 U -;H£»7; l/^S, 

io (2) 7'j-;i/S> 

(3) 7U-;v{li7;^+>'S, 

(4) t»vtf*-»vm* 

(5) 7'j-;vSTg^^tiT^Tt)cfcVira7;p=i+->^;u^-;i/S, 

( 6 ) qmT)v*c)vm ; &m7)vt> yovm-.TV -;w&&7;w# / ; 

15 <£i^7;wn^'>^;p#-;i/S ; 43i^7U-;P{£^7;P=i^>'^A#-;vs^ 
estfnsSTB&snx^Tfcck^a./x, 

(7) £ : -CONR 4 R 5 
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(8) 3: 
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*»W0SWflS-&» [I] R 2 tLTte, 
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NHR 6 




10 5£+, m« 0 ~ 3 <Dg£fcT& R 6 ^, 

(i) <£&7;M^S* 

(i i) (£»T;i/*y-f;^ 

(i i i) ®K7)V=i*'>i])Vtf-)Vm* 

(i v) <S»7;WP*;««SnT^T , b«tViT5>'S;««SnT 
15 wr*>«fcv>7K»£: ->7/S :*J:^Aoy>R^6a«n*atT« 

(v) 

(v i ) M7;u^;P7,;u*-;us^*-r, 

20 (2) 5$ : - (CH 2 ) p — NHR 7 
( i ) mb7)V*)\,m* 

(i i) is,m7My^)vm. 

(i i i) <£«7^3+->*;^=;i'*» 
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( i v) (£^t;^;uS ; #»sn-cv»T*> J m ; temztiT 
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5 (vl)<S8mMMz^S, 

(vlii) y|i7MM^;l^lt, 
(3) ^:-CONH- (CH 2 ) q -R 8 

(i) i&wirjv^vm, 

(i i) «aStlTVsT%>«kViT5/S, 
(i i i) ««$nTV»Tt>«kVi7KK», 
15 (i v) y7;S, fccfctf, 

(v) Any>If, 

i/u;H6, $^/u^*, e^/UJWk hUTVu;i/S, fh7 i /u;n, 
trusts, trua^-^s, tf^^-;us. vvrv-jm* < >hu;p», 

25 U;i/S, vWJ~;PS, ^y+1t'J^S, 7^7>>:i;i4S» /f'Jy-;!' 
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la, mm. mm, «fw>&»tfn*ra-*mR&si~4fl0ji9i 

tvu;ws. -r^/u/vs. tf57u;P2. Mj7i/u;ws, xh^\/u;v 
5 tfUv;us> tfu^^-;vs, tr^-;u«, tf'j^x;i^ -f >hu 

>^7'j;i^ ->>/u-;ps, ^/^itu-^s, 7^7^;H, ^f'J 

10 -Jl/S^TU-^StbTtoi, «ah 7x-;vs, 7>xu;v 

tert-7h^M-M, 2, 2, 2-hU^nax 

jwg&tft e r t h^->*;^-;ws^frf e>n3. «*snfc7 

5/StLTtoL 0>J;U£> ^i$n^75yl<!:^fet:7^M5KS$M 
^TK&S^&^giLTtot, 1B»;£nTl»Tfc±V>7U-;M^7;Wl'£, 
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(2) 7i-JH, 

(3) 7i-J«7;^+yl, 

( 4 ) 7 x-;PSt?m^$ nxv^x J; v>{£&7;m ^-istuitf—)^ 

( 5 ) i£^7;p^;us ; &m7)vt> y-uvm; 7x^ms7M / -r 
15 ; fiar^^^^A^-^S ; fei^7xz«7;V3+yi3 

(6) 5£ : -CONR 4 R 5 

5£+, R 4 *3 e tt;R 5 ^i^--efe^oTViT : fo e j;<, ^-n^n* 
20 ££tf7x-;i^^e>Mtfn<5g£;s-f, 

(7) 5£: 
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R 2 # (1) 5£: 



NHR 6 



^H)cH 2 ) m 

5 ^4", mS'llfctt2t*0, R 6 li» 

( i ) <£«7;i/3 + ->*Jl/#-;PX. 

(i i) fs&r^^s, 75 ys, s&tt->7/«*^itfn4S-e 
( i i i ) ^>if >>ui/*-;wg, 

10 

(2) 5£: - (CH 2 ) p — NHR 7 

. 5£*. pttl*fctt2-C*D, R 7 &* 

(i) <£®T;wn+>>*^7j?-i;ws, 

15 ( i i ) fflk7)l*JV&*. 75^1, :fe«ktf->7/*a>6jRtfn*£T 

ftifts nxv^T t> J: ^ t: u 5 z/-)vm. 
( i i i ) ^>-tf>7>;i^^-;i/S. 

(iv) ^x-;i/7.;w*-;i/Sv Sfctt, 

(v) «7W^*;S, 
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(3) 5£: -CONH- (CH 2 ) Q -R 8 
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5t+, RMi 

(1) 7 3l=l)V®SiT)V*)V&* 

(2) 7x-;VS, 
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5frK nttl*fctt2T?**» 



20 TS^n^StfeD, 
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Y**=CH-T?&D, 



R 2 tf (1)5*: 



/ NHR 6 



(2) SC: - (CH 2 ) p — NHR 7 

10 T^£ft3^ £.tz\Z* 

(3) 5£: 



15 ;U£, r^n, n-^^i^w^-ops, N-^^;u-N-n-y^;^ 

# ( 2 - 1! U ^ y-iW 75//fM> 2- ( 2 - fcf' J 5 5^x;W) 7S7I 

2- (^>if>7.;^-;vT5/) x?;wSv 3- (2-tru^x 
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N _ ( 2 - (2-tfjv;p) x^;i/) i3)Vrt*4)v&m-c&v* R 3 tffrmm^ 

5£: 




I 

T^^nsS, 
R 2 7&i (1) 5£: 

r, 

10 -c^nss, 

(2) 5t : - (CH 2 ) p — NHR 7 
15 R 3 ^tK^MT. 

£>ft<5. JMfcWfcte, 2- [4- (2- (4- (3-7x 
1 - [4- (2- (4- (3 -•7 3L-)V7a¥)V) tWJ5»- 1 — f^) ^ 
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3^, $8Efblft£<fl;£» 51bR<b&ft. ritjfettW^im. 3 s *» • «/h«5H»S. 

io jfa^sg, mmm. atttaMU*^ mm&. mmfcrno^m • 

mm&> mwt&. 7tmi, ->^$m&, ^x>B?*a, **>x;m*>»bl 

20 7;w*u±«*«*) auptf^ns. 

en ^-ns> 

mntofch&Js-'t&z. taunt y tm* m&%L %7±.)vm* mm. & 
25 km* &\mm<»fem<omn®fflt\sTm\i*z>z.ttf'zzz>. 
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lB^O&O. 0 1~5mg/kg, tVt>Vmo. l-3mg/kgg^, 

mnmt?n&m%s la^vmo. l-ioomg/kg, towti5o. 

.1-5 Omg/k giftitSOjWftt^. 

5 *5fi«fc.fcntf« aWte^* [I] tt, fflffl©^l^?t, TIE [AS] 
~ [Eft] CJ:OS4afiTS^t35«1f€r4*«, Zft&fcRj££*l*fc©T?ttfclr>. 
[Aft] 

HSLjS: [ 1 ] : 



20 «£SJ£UTtt, fllAfcf, i?->i7 0^vMM^5 H (DCC) , 1- 
(3->>* ; ?)V7S.y7u¥)V) M^-fSH-Il* (WS 




COOH 



[1] 
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C-HC1) , y7i-;V*X*'JJV7yH (DPPA) , 

(CD I) . yl^yJ^X^-h (DEPC) . y-fV^O 
...tf^^SM S H (D I PC I ) > ^>7h'J7 , /-JV- 1 -< f JVttis- 
hU^fcToU> f y^X7^-^A'\^it7;i/^-07}NX7x-h (PyBOP) H 

;U (HOB t) , kHD+^^MSH (HOSu) , 

U5*> (DMAP) > 1-t Kn^->-7-7if^>yh'J7 4 /-;i/ (HOA 

t) , t Fn^->7^Wi H (HOPh t) , ^>^7MD7i/-Jk (P 

f p-oh) mafimvfztiz. &mtvx\t. mx\i. h>jx^7$x v 
10 -f V7 p ntf;wx5 1 ;i/T5>, 4-*^ ; e;u*u>, i, [5. 

4. 0] '-7-£>5*-fe> (DBU) S7&<#tf£tl*. 

^^jo^mh, <t&® [i] [2] i:^lti~i omm. ift^L 

[2] £*#LT1~1 0^*, L<tel-~ 2 % 
15 g<Z>&ffi*tt> CI] Xtt [2] l^LTl-lOm $?£L<tel 

#£j&teo~i oot, $?£b<teo~5 ot;-c£i&-r 

20 [BSs] 

*f6W©BW<k#* [i] r*sn*7x=;p*;w#*-!f5 Kfc#*tt, - 

«5S [3] : 




[3 ] 
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•N 



H 

JiT»ntf<t<, x^/-;K 1. 3 -v* 9^-2- 

JUMPS' H, l-^^-2-lfo>Jyy >*3^*tf6tl*. iiil/Ttt, 

resit una, 3^{bai (i) . mm/^w&mfimfzn 

tS©«ffllH itS®} [3] X« [4] C^LTl-lOSi. £f£b< 
tti-2Sitni:Wt*. Stete&KD&fflSte, [3] X\Z [4] 
15 tC^bTO. 001-0. ff*KttO. 05-0. 2^M£-r5£ 

#K;fr«o-i 5 ox:, $f*b<«o-8 o'CTHifi-rs^^^T^s. 



[Ci£] 



NHR 6 




m 



20 
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^Snsft^ft, TUt>t>. [I -a] : 

NHR 6 

T^$n-2>7xn;^;w^^a Ffcfcfctt. -j&a [5] : 

NH, 




^ 0 fY r ^ )m [5] 



R 6 -X 2 [6] 
Ttf $ ft £ {fc£4fc * tz ©& £ £ Kfo s -a- 3 d £ \z «k 0 St ifi-r 3 H t #T # 

y-;k y^f^VAT^ F> tra&x^;k ^dd*;1/A, faitt^uy^ 

15 £ft£„ 

&g©&ftS«, [5] Xtt [6] fc*#UTl~2 OS*, »£L< 
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*s«tt-3o-i 5 or, #£L<teo~8 ownm-zzttf-czz. 

[Dft] 

5 *fc, *^C?gW^©9^, CI] l^^TR 2 ^ 

- (CH 2 ) p — NHR 7 

T^Snsfc^tK "rfcirfc* [I-b] : 



-N O ^V^" 1 ™ 7 



[I-b] 



10 5£<P, ffi^fcm'EfcH-SSfcfcWT** 

' TfSSnS7iz;WM^5 HMtt. [7] : 





[7 ] 



T*Sn*<k^«*fctt-€-Ottt, [8] : 

R 7 -X 2 [8] 

5. 
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m <Ofc&® [5] tfc&m C6] ©SJ^-effl^-p^^iUT^^b^ifeO . 

&m<Dmmmt. <t&%> m x« [8] n^iti-2 0it. *?£b< 

[Eft] 

10 ^^©g^b^O?^ — «5* [I] fC^V^TR 2 ^ j£: 

-CONH- (CH 2 ) Q -R 8 

■C^SnSft^ft, T^t>-fe, — «^ [I-c] : 





Tf*Sn5*M>lft^«*fcB*0*t» -jRS [10] : 
H- 2 N- (CH 2 ) „ ~ R 8 [1 0] 
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»*RffSfcU*i*T?&ntfJ:<, «*J£ tSIB [AS] [1] tft 

[2] ©RMl^^itUT^tfct)©^ jtOHflH^dii^T 

10 ^J(D^ilt {b£$& [9] Xte [10] i:»UTi-ioai. »* 
tt[10] H^LT1~1 O^a, Jf S L < tt 1 - 2 SItt* u t Ji»1?t 5. 

mMommmi*. <t&m [9] [i o] c^lti~i omss, »£l< 
15 *R^tto-i o ox:, jf^L<no~5 ottimci^^ 

20 Ct^tf*. 

{b-£$> [i] mA±©g^s^*KS-c*s^<k^<h, 7U-;hk» 

25 U2A, O#STS^S-B:S^<i:fc«J:0iaig-r§Jli^T€-5. 
(bffi: 7S/S©7;i/*;Wfc) 
— «sc [i] fc*Jts5RA±©«»**««a7;wP7s/«T*sae&^ 
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m en mA±<Dw&mtf7s.smT*&z>ttfoit&%> en 

(c&: 7S.sm<D7)V*)V<t (Mtz^)7 5 / ft) ) 

***75y*TT»*^J6^* [I] &®7)Vt)j—)l> (09*. tf. *;PA 
7JPftH) M5c^J (flIAfcf, tfSfcflyJcaw-HJSA, h'J7th+ 

->**<k*">*± h U £ A) <Z>#ftTR*£-tf * £ t t«k 0 fiafi-T S - <t^T 
10 #5. 

(d&: 75 ;m<D7->Mt) 

[I] fc*tt*aiA±0«Jfta^ &»7;P*/-f*2£; 7U-;Wft» 
7M/-1 JVM ; {Sl^lo^v'^l'tf-Jl'S ; fe«fctX7'J-;H£»7;m^r 

e^^ji/^-;i/S^e)S«nsSTggisnrc75/ST*5ee?jfb^ [i] 

15 ttv lA±(Of iSAi7^ y iTfe^Mftti [I] <t, #(sr*r^;wfc 
3MM«*fck 'O^t^^^-MnUH) J£S (00*. tf, h 

Ux^;U75>, KK^U^A) ®#fcTR££ 9 

20 — jRsc en fc*tt*mA±G>«&xa*, 5t: 

-CONR 4 R s 



a 




n 
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**»«fc£4fe [I] 5£: 

HNR 4 R 5 

-c^n^t^mt^mm [Aft] tmm\zvxRjt^^z\t\z^r>nmrr 

(f ft : *;i/#^yJH©lXfM) 

^^^v^fc^S) Tfesaftfl:^* [i] te. mA±og&a# 
(fliAtf, ^>v ? ;i/7;m-;v) tfcffiE [Aft] £H«£Ltjr£Si**:: 

15 _tjz£<£ [Aft] ~ [Eft] , *SVi»4 (aft) ~ (fft) <DZ£<LXn*> 

n-&*5iwoB«jfls^* [i] rau mafc«ko, nsw^^u-ps^n^ 

20 IM^I [1] \Zs m*-\Z. TSO^CtSo TliSTS 1 1 ^Tf 5. 
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COOH 



[1 ] 

its® [in htt&m [4] frbit^m [i2] srKrrsRfSKiu iqib 

5 fc-&#J [1 2] frbfc&m [1] fcSaififSSJftte. «ffl©S0*»»R«* 
SW-fb^Hf [2 -a] (ASC^^TfflV^nSft^* [2] £tt 

fc^tt [I -a] o«ififcfflVi&n-&BWft:^*) fccfctf [5] tt, 
10 TE©^fc«-3T«fiT*z:£#TSS. 
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item [i 3] [i4] frzit&m [i 5} ftttafi-rsRjttt, & 
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-fk#« [1 5] frt><t&%) [16] ^§si5iT'SS^«, niffloaTcR^fl 1 

<b^» [16] [1] [18] £«it-r*JR£W:, WE 

10 [Aft] tHttUcUTjUS-rati^T?**. 

[18] frZit&W [5] &«jg1-*R*tt, Iffl©««*nfc75 

15 <b£*j [16] [17] ftttftf «ffl©««*nfc7 

it&m [17] [6] *>&fls£ft [2-a] &«afi-r*R^tt, W 

12 [eft] tnm\zi,xnmtz>^t.ifi-c%z>. 

<b^« [i-b] o«jftk:ffiv»6n*«ftfc^«i) £<fctf [7].tt. 
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0 2 n"^"r 
[19] 



[20] 



-^(CH^p-NHP 



XX 



^(CH^-NHP 



0 2 N v R J 
[21] 



H,N' ^ R 3 
[22] 




(7) 

jOc (CHj)p " nhp 




0 




XX 

[7] 



N ^ "R 
H 



^.(CH 2 ) p -NH 2 

H 2 n"^"r 3 
[23] 



R 7 -X 2 
[8] 



^^(CH 2 ) p -NHR 7 



H 2 N' ^ R 
[2-b] 



[19] frbitSm [2 0] £Si£T5£/Stt, HAIOjItcSI (09*. 
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<t&vs [20] fruits® [21] *«js-rsKjett, «io75;s^ 

mm WZ.\*y yter t h) ©fiHSETfllSTfcilfca 1 
T#3. .. . 

[2 1] [2 2] £«jrr«R£tt, «ffl®il5L^J (#JA 

fc£#J [2 2] fcfcfcfc' [1] ^£>{fc£% [2 4] &«afi-r*S^tt» WSB 
ffr&tt [2 4] [7] £§Stj£T5£Jkte, «j3<D&fS£nfc7==. 

io {t&m [22] ^6fls#«f [23] &»jgr*s*tt, «fflo««snt7 

[2 3] £fc<&4& [8] [2-b] £«i£"r*EJSH\ b5 

IB [eft] tHfllk:bT*l8rr*iit*«T?**. 

RWft-frft [2-c] (AffifC*ViTfflViSnSflS#-«I [2] *f* 
15 it£%) [I-c] ©»$gfcfflV>&n*K*Mfr&») £cktf [9] \t % m^Ms 
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fY coci r2i ° h fY COOR ^ COOR 



0 2 N' ^ R 
[25] 



H 2 N ^ R 3 
[27] [28] 



0,N^^R : 



H 2 N-(CH2) q -R 8 
[10] 



^^CONH-(CH2) q -R 8 



[26] 



;i^CONH-(CH 2 ) q -R 8 



[2^] 



0 
0 



COOH 
[1] 



^s^COOR 



21 



[29] 



Vo |^y cooh 

[9] 



-ft£» [25] t.K&m [io] [2 6] &»3ai-*K^tt, m 
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ffc£^ [2 6] 3ft»6ft^* [2-c] SKjfiTSS^tt. Hffl^jfTC^J (01 

ft^Ui [2 5] a>5ffc£4fc [2 7] s»jfi-rsR«tt, «»7;hj-;p (R 2 
5 »oh) ©fciTF^lM"* 

foG® [2 7] j&>&{t£tt [2 8] ftttfir*RJStt. MO»7cffl (Wit 
fcfc /^i7>>A/R*-**, ^-^b7> ; E-^A) ©^ffiTHJS-rSJli: 

fb£& [2 8] t-fk-^^J [1] frSfc^fc [2 9] *«jS-TSKJ6tt, H&fB 
10 [Afc] t^CLTHiStSu^TfS. 

[2 9] frbfc&m [9] *«jS1-*S^tt, «fflOJ«*^»R^* 




[30] [2] [3] 



15 ft^ft [3 0] [2] frSfc^t) [3] £«j6f*JR£tt, DtTE [A 

ft] tH«fcUT*«rt-*Cfc*«T#a. 
IBIttft^t [I] , [I -a] , [I -b] Sfctt; [I -c] *«jfi-r 

torn* int. ^i>i, ^>-t?>7jp*>&, &Mifc, to> 
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tt. 7x>il ¥Wt* 77;n, 7W >i£, ^^>x;^>^, p-wux 
>7Ji^>i^ h u 7;M-Dsm^©Wtt£<!:©isa j £tf6n*. 

5 j:D#*«iaife3i«*««at*»Ab, &g#ai<fcntf-tne©«ii 

io n£s§#©fc©^tfen, £o=btt&*Ri~ 4 ©*>©#*# en*. £fc, 
te#i&m#©t>©a«i£tf en, *>9nT)v*?)i&t\t* mmwL3~2o* to 

t>tfmB%L3~l 2©fc©#^fen*. *>^n«»7M;Htlt 

3~8, £Dt>#^f!tgc3~6(9t>©2Wf en*. 7;v^r-;Httt, 

15 t0fe^#»2-l 0©fc«#£fctt#ft«tt©fc©#^«f S 

tfen*. 7^u>stn K**i~i6, tot>^ft*»i-i o©ia: 
t o i ~ 6 ©flm«*fctt^tt*tt©'bo««*if en*. 

±E«*©#^T^ifi*n**fe«©BW<k^* [i] <DMwm mm&\) 

STEK^T**, £nteJ:D#feHa«IR££n*&©T«fcV>. 
25 1 

2- ( 4 _7 5;^>^75/) lfU5 5» (###J 5 T^en*fk^) 
5 8 0mg, 2- [4- ( 3 - 7x"^7o M)V) fcT^U >>>- 1 — T ;H £ 
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(##M4Tff e>n§{k^) 9 8 4mg, 4-y^^7Sy tf'J^ 
>3 5mg, 43 e t^l-kKa^->^>yhU7^-;W4 3 lmg©^^ 
*M75 F (15ml) mWi\Z. *»T, l-x^;U-3- (3-v*^;k 
7S/^ohT;P) -*;W#5^-f 5 H • &&J£6 1 6rag§M, 18.15 
5 M«#Lfc. 4l*W«fcl-X^;P-3- (3-^^^75/yatf 

7 7^- (JHH*«:^"!J->:Rr»X^«2 : 1) R&X?- 

io ;p-^v^ahr;wx-^©^^TS^^-rs^t^«fco, 2- [4- 
(2- (4- (3-7xx;i/yok:;v) tr^u>>>- 1 ~f ;w ^>\Ar;P7 

M. p. 1 3 7. 5- 1 3 8. 5*C 
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c 

6 


R» 

^ o f^V R2 




R 1 


R 2 




2 




^N^~~NHCOOCH 3 


M p. 98-100*0 


3 


CON(CH3) 2 


H 


®* 

MS (APCI) m/z;459(M+H) 
IR(nujol)cm-';1636 



##03 1 

5 2-7MD^Ifl5 8. 2 9 g*i^»*'J')A5 7. 4 2 g©W 
h'ffll (5 0 0ml) tK^T, JMfc^>5W7 1 . 1 6 g 

10 ;W8 6. 1 3 g*8ftj|fe*tt*tbT#fc. 
B. p. (3mmHg) 1 5 2 — 1 5 5"C 
###12 

(1) 2-7Mn$fflt^>^2 5. 7 5 g£ iUH' V-^n^BSx 
3^2 1. 9 8g©^WW5h' (10 0ml) igifcfc* Kit* U >7 
15 A23. 18g€M, 8 0*CT2 0«FW«j*bfe. Rl&«**7K»ca£ff, ft 
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.; Kifex^;V : n-^U->= 1 : 10) *T?ttS"r*££K:J:0» 2- 

(4-ih**>*^n;n;^ij v>- 1 — f/w sfc&sat'os^^ o. 4 

5 1 g &*»6»tt«J UT^fc. 

MS (APC I) m/z ; 3 6 8 (M + H) . 

(2) ±15 (1) •Vnt>tlZ>{t&®4. 77g. lMTKK^h'J^AzKS* 
(1 3ml) <OJL^/—)V (2 5ml) -fh7kHP77> (10ml) ?g 

^**ftMT?5WHBI«*bfc. S«^2^;U^*Oi7X>m7K^^P^> 
10 @mx^;VTSlfflLfc. W^B^^m^i-h'J^ATK^T'ttthSb, *#*>n 
fc*H0pH*#x>»T4- 5£BI8Lfc«, £ffc:+hUtf A£iB*Jmx 

id«ko, 2- (4-#;i'#*v'fc:^u> ; >- 1 -^r;w ^m#m^<>> f ;w2. 
5 9 g$i««ttm 

15 MS (ESI) m/z ; 3 3 8 (M-H) , I R (n e a t) cm" 1 ; 1 7 0 
4. 

(3) ±fS (2) T?ft&n5flS^Kll. Olg, y/^75>-M^40 
5mg, hUlW5> (0. 7ml) 4o<££*l — t h*D^y^> , /h l J7 
>/-JH0 5mg©Ift^fU> (10ml) 2K#7\ 1 -X^U- 

20 3- (3-^f;P75y^D^) -M^iH-Ml7 6 4mg$ 

^1t> : SiX?^=l : 2) £fcfc«fcD» 2- (4-zS*^)V 

25 *;Wt^>f;Wfcr^U5?>- 1 —f )V) 7 6mg£*S£?4# 

MS (APCI) m/z : 3 6 7 (M + H) , 1R (neat) cm" 1 : 17 
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2 0, 1 6 4 2. 

(4) ±IB (3) T# <=>ri3 9 7 0mg££tfl 0 %l\yVOK-vi% 
10 0mg©i^/-^ (10ml) *^#H^T, tt, #EEX*. 

3l$rajt#Lfc. tt&fc^iU 3«£»t8«. a»*n-^>Tf»*ft 

5 -rzctizzo* 2- (4-5?^5 L ;i'*;wt*«f;n;^U5?>-i->f;w) sfif- 

MS (APC I) m/z : 2 7 7 (M + H) . IR (nujol) cm" 1 : 1 
6 2 6. 
##M3 

10 ^M^^t^J 2 (1) tf^^fr^S-r^CttctO. |g2^fB«t<Z> 

m2m 







R 1 














R 1 


R 




3 




-COOBn 


MS{APCI)m/z;414(M+H) 
IR (neat) cm" 1 ; 1723, 1596 



Bn : Oi?)Vm 



##^J4 
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IS 3 





. ... 


R 1 














R 1 


R 




4 ' 




-C00H 


M.p. 113. 5-115*0 



##03 5 

5 4-7$y^>y^7S>4 8 9mg, 2 -^O^etf 'J £ 5?> 7 0 1 mgiSck 
^MJXf^Sy 1 . 7 m 1 <DJL&/—)1 (8ml) ^&JbQfft3% 

rv^Dtr;px-T-;v©JR^**T?«»ii"r*iitfcJ:D, 2- (4-7 

10 5 y^>v;l/7S 7) tf'J 5>>>4 0 8mg$ifi^'JXA^tlt#fc. 
M. p. 1 3 6 - 1 3 9"C 

(1) p-7MozhD^>t*>7 0 5mg, 3 h^~>^;i/^x;W7^ 
;tP'Jy>'Ml. 44g*±tfh l JXf;i/75>2ml©l, 3-5? 

15 >^;i/-2-' i*trw*ss> (i omi) i o ox: Tint nana&tt 
->ry7 r Dtr;wx-T';Kofi^*«TlltSfi'r*ctk:«fcO» 1- h 
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□ 7i-;w -3-* h^iJ)V^=DVTS.y tfo'Jv ? > l. i6g*ftfe 

M. p. 1 7 3- 1 7 4*C 
(2) ±12 (1) rm<btlZ>it€r®l. 0 9 g&J:tfl 
5 3 0 0mg^f h7th*077> (25ml) (25ml) £>2g 

TZ>Z.t.\Z&K>. 1- (4 -75771-^) -3-* 
/ tTO'J v>9 0 3mg£&fi:/UXAfi£LT&&. 
10 M. p. 149 — 151*0 

*^^C5S«J^#I CI] Sfctt-toHaWt»«U#S*tt, 7^'J^Id 

15 ^T, *56W©BW{k^» [I] Sfcte^aiSWKiflf&bfcSiStt, its 
IBM* Ajfatt<b£A. 7fn-AttftKfb, Sttlft«fc. iSal^xP- 
;i/M, fcMJ^U-fcU KM. SE&ttrtJBM, *D#SeM, KiKSfc 

£. a»Ri*fc£. s»nto«*. dMittH«i«» mm-m^mmmm. 
shttm* its«. ^aufattn?^, H5tt&. mmfc* ^mmmo^m • 
20 i&*^©M**#*.&na. 
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m # <o m H 



1. 



-*S!j£ [ I 3 




[I] 



5 Y«=CH-3:;fctt=N-«:*U 
R 2 « (1) 5£ : 



(3) S:-CONH- (CHj) ,-R 8 



15 T^£n<5S£SU 

20 (i) Tv-jv&myji*)^ 



NHR 6 



(2) 5t: - (CH 2 ) p — NHR 7 




10 



WO 02/098871 



37 



PCT/JP02/05356 



(2) 7V-)Vm. 

(3) 7U-^«»7;m*->*» 

(4) #;M**->^S, 

( 5 ) 7 u -;v*T«tt$nTViTfc«fcVifi»7;W3^->*;w#-;ps, 

5 ( 6 ) 7;l^;Pg ; &mTM J < )Vm ; 7 U -)1<&1&7M J <i )vm ; 

fi«7^3 + *>*;V#-;U« ; *«fc^7'J-;H£«R7;W3+>'*^=: 

;ps^e> a«n-5*T«sis nx v>x & =t i> 7 ^ / a, 

(7) 5* : -CONR 4 R 5 

10 7J^;vs, 7U-MR7;^;^ fcru5Wft»7;Mr;v*, fed: 

(8) 5£: 



a 




15 



R 2 #, (1) 5£ : 



NHR 6 




20 



( i ) ^myjv^jvm, 

( i i) GMt7MS'()V&* 

(i i i) «»7;w3^t->*;p^-;^ 
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(i v) &t&7)i*)v&;&mznT^Tb&^75.;m;umi£tiT 
(v) 7u-;w7.;^-^a, sfctt* 

5 (v i) &1&7)V*)VX)l'*-Jl&&&'?* 

(2) 5£ : - (CH 2 ) P -NHR 7 

( i ) <&®.7)V*)Vm. 
10 ( i i) &$7;i/;b/^S, 

(i i i) mSi7)Vu^ts)Vif^)Vm. 

( i v) mk7)^)vm-,^m^nx^x^^7^ym-,u.m^nx 

' V^TfectV^m*; ->7 ; m ; £>J:W\u¥>mj-fr*>M\t-£ftZ>mx 
15 (v) 7 U -^TJl^^PS, 

(v i) &m7)v*)i'Z)v*-)im. 

(v i i) ^s^m^ssmT.;^-;^ ^fc«, 

(v i i D is&M7)i*)v*x*;mzm-t. 

20 (3) 5£ : -CONH- (CH 2 ) q -R 8 

tt, q & i ~ 6 ©ggc-e & o , R 8 ^TfE^e>3i^n^ST'«^$n 

(i) ti7WS. 

( i i) &mt£tix^xb£^7s.;m, 

25 (i i i) &ff£nT^Tfc£^*g!g, 

( i v) >-Tys> &<fctf, 

(v) Any>li§HS 
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5 4. R 2 #, (1) 5£: 

( i ) {£$7;u*;i/*> 

(i i) &Wi7 )Vt> J 1 )Vm, 
(i i i) {fliTi^^yA^-m 
10 ( i v) ; MSnTWCfc £^75 y & ; {£«£*1T 

(v) 7U-^x;^-^S, 
15 (v i) {£g^;w*;ux;p*-;vg£St\ 

(2) ^ : - (CH 2 ) p — NHR 7 

( i ) (£»7;P^;P36> 
20 (i i) iSMTMy^JV^ 

(i i i) i£®7^3^r->^;^-;^> 

( i v) &R7JV^)Vm ; ««SnTWtfc £V>75 ^ S ; ^®^nt 

(v) 7U-;^;v*— 

(v o M7;i/^x;^-;i/S> 
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(v i i) mm, mm. jfiLnfr*>m\*nz>m-£tz\*mtsizi~4m<D 

(v i i i) 5?i£«7;P*;i'3fc*#/£S:£1\ 
5 T^^n^S, 

(3) it: -CONH- (CH 2 ) q -R 8 

10 ( i ) mk7)V*)Vm. 

(i i) gsstt-cvvcfecfcivrs/s, 

(i i i) ft»£*iTV»TfcJ:^*lfc£» 
( i v) ->7/S, fc«ktf, 
(v) Aay>^f, 

15 

5£g^\ 7if^v-;vs» ^du^h, twjsvas, 

fc!A;^i;-;i,S, ^;P*>J/g, 7-tf^-;Pg, >?7if/t-;WSTfe-5^© 
20 !5H^3^ifc^4«IE«©fk^. 

6. R 6 , R 7 SfcfJR 8 (C^^ ; i>l~4{SO^m^ : fS:"aWr?>^^fc«2 

^7\/u;wg> -f 5^i/y;Hf, tr^yu;^ mj7v"j;p*, rh7 
»/u;w*. trusw*, if J5v?-;us, tr^^-^s, t:u^-;p*, >r 
25 >ku;i/S, +yu;i"S, -yv^/u^s, ^yu-;ws, 7*»j-;i^ i 
h-o^\/u;ps, ->>yu-;ws, ^y^-y-u-^s, 
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7. R 7 \z&vz>£m, mm. fanp*>M\zn2>m--£rz\zmfczi~4®o 

?7*/uji/S, <5^/u;n. tf^yj^s, huryu^s, fh 
5 ^/u^S, ' tus^s, tr^^-;ps, tfU^n^S, 

9. SRAj&*» 3£: 




15 5£+, R'te* 

(1) 7x-j«7J^^S, 

(2) 7i-;H. 

(3) 7xzM»7J^^yS, 

(4) 7x-;PST«sistiTv»T'b«J:Vi««7;i/3*->*;i'#-;w*, 

20 ( 5 ) <&«ft7JMp;V£ ; WlTM / -OPS ; 7iZ«7M 7 -< 

(6) 5£ : -CONR 4 R 5 
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siir?% 7jv*;h, 7x-;hs»7;^;ps, tru^;M£»7 

(7) S : 



I iJ,CH 2 ) : 



x^nsssr^-r. 



R 2 # (l) ^: 



NHR 6 



10 mtil £fcte2X£D, R 6 tt> 

( i ) fi»7^3*->*;P*=;W6, 

(i i) ft»7;Wl'S, 75/1, ££:«->7/«^<=>gtfn3SX 

(i i i) ^>-if>x;i/^— 
15 £*r, 

X7f£$1.-53£x 
(2) 5£: - (CH 2 ) p — NHR 7 

5£<K p|j:Ufc(i2-efeO. R 7 te» 
( i ) <£«7;U3 4 t *>*;V#-^S» 
20 (i i) &MSl7)V*)V&s 75 £«kr»7/g;&>Sgfc£n*gX 

nxt^x *> <fc if' J 5 >?-;us, 



WO 02/098871 



43 



PCT/JP02/05356 



(i i i) *>1£>7>frft—)V& 

(iv) n.-)i7.)v*-)im. &tz\t. 

(v) y«7;^;^x*;s> 

(3) 5£: -CONH- (CH 2 ) q -R 8 
10 10. SA*i, 5£ : 




(1) 7^zl)V&®l7)V*)\<^ 

(2) 7iz;H, 

(3) 7x-;ks^t;hi^v^ 

15 . (4) 7jL~)vmTmm^nx^xh^i&mT)vn^r^t>jv^)vm, 

(6) 5£ : -CONR 4 R 5 

20 5$*, R 4 ££tfR 5 «l^-TfcMftoT^Tfc<}:<:, ^-n-^nzK 
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(7) 3£: 




5 Y*«=CH-T&9, 
R 2 # (1) 5£: 



'NHR 

(2) 5£ : - (CH 2 ) p — NHR 7 

5£<K ptti*fctt2^D. R 7 «{£®7;w^^>'^;w^-;i'*v tf 

15 (3) 5£: 

-CONH-(CH 2 ) q " 

11. R^^xZ^T^HTSD, 
R 2 # (1) 5t: 




NHR 6 
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10 



T^^n-ss, 

(2) 5£ : - (CH 2 ) p — NHR 7 

r 3 ^7jc^^T$)^if ^cDtgam i o m&m<Dit&®. 

12. 2- [4- (2- (4- (3 -7x-;w^ahr;p) tr^u^>-i- 

1- [4- (2- (4- (3 -7x^;vyatf;P) fc^ >J v>- 1 — T ;10 ^ 
1 3 . -j&5£ [ 1 ] : 




COOH 



[1] 




Yte=CH-££te=N-£^U 
R 2 tt (1) iC : 



NHR 6 
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5$*, mU0-3CBST?*D, R 6 «^S^^-r, 

(2) - (CH 2 ) P -NHR. 7 

5 T^snsi, 

(3) 5£: -CONH- (CH 2 ) Q -R 8 

10 R 3 \t^mm^ftw\uy >mttnt* 




[i] 



15 ggfc. 

1 4 . [ 3 ] : 
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Ya=CH-Sfcli=N-$gU 
R 2 te(l)i£: 

NHR 6 

(2) j£ : - (CH 2 ) p — NHR 7 

(3) ^:-CONH- (CH 2 ) q -R 8 

Ttk 3* n* {fr&tt * \Zt (Dm. t , -«5S [4] : 

H 
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o HV* 2 [I] 



1 5. [5] : 

NH 2 



5 aiAtt«»anTv»Tt)j:v^3aE*jBWiii**5!is*ft*u, 

Ytt=CH-tfc«=N-^l, 
mttO~3©SEgcT&D, 
R 3 ttzKfcJSFP S tt A o >^ £ , 
T^£ns{fc£Mfc«^®i£<h. -«5* [6] : 
10 R 6 -X 2 [6] 

®L?Z>i£tT2>Z-£$:&Wl£-$rZ>. -1K5£ [I -a] : 

NHR 6 
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10 



1 6 . -flS5£ [ 7 ] : 



Y«=CH-^tt=N-^U 



1 7. -«a [9] : 




[7 ] 



®L oZ>m£?Z>Z.iL -HftSC [I-b] 
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50 




YH=CH-ifcU=N-$IU 

T**n**;P#>*<b^'ft*fctt-€'©lfti:, -j&5£ [10] : 
H 2 N— (CH 2 ) q -R 8 [1 0] 

WfcWP«PU5*ifit"rs^t«:l#f»i-rs, [I -c] : 

O ^Y CONIHCH2>,, " R 

mm. 

15 18. BI*©IBH*15l7!rS|gl 2«©VirnA^-^lcE«0<b^«J*fctt 
1 9. 73|?U#«eB»»«l«SiT**iII*©ttiiSgl 8 4(e*a>|gKfej£ 
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5 mmm<t&* nmrnmrn. mmm^mm. m^mmm, fltai • 
fliaim. nitm. mmm. &&m&&m&* mmm. mm&. mm 
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